To investigate the effect of surgical gastric bypass-induced weight loss and related alterations in endocannabinoids (ECs) and adipocytokine plasma levels on coronary circulatory dysfunction in morbidly obese (MOB) individuals. This decrease in BMI was accompanied by a marked improvement in endothelium-related DMBF to CPT and hyperaemic MBFs, respectively [0.34 (0.18, 0.41) from 0.03 (20.08, 0.15) mL/g/min, P ¼ 0.002; and 2.51 (2.17, 2.64) from 1.53 (1.39, 2.18) mL/g/min, P , 0.001]. There was an inverse correlation between decreases in plasma concentrations of the EC anandamide and improvement in DMBF to CPT (r ¼ 20.59, P ¼ 0.009), while increases in adiponectin plasma levels correlated positively with hyperaemic MBFs (r ¼ 0.60, P ¼ 0.050). Conversely, decreases in leptin plasma concentrations were not observed to correlate with the improvement in coronary circulatory function (r ¼ 0.22, P ¼ 0.400, and r ¼ 20.31, P ¼ 0.250).
Introduction
The prevalence of obesity in adults in the USA and in industrialized countries continues to exceed 30% in most sex-age groups, and 6-8% have morbid or severe obesity [body mass index . 1 Epidemiological investigations have demonstrated that obesity is associated with increased cardiovascular morbidity and mortality. 2 In individuals with increasing body weight, progressive worsening of coronary endothelial function may ensue, while the functional abnormality may extend to an impairment of the total coronary vasodilator capacity in obesity. 3 Although an impairment of coronary circulatory function has been appreciated as functional precursor of the coronary atherosclerotic disease (CAD) process, the exact mechanism by which obesity initiates and accelerates CAD is still poorly understood.
As we have recently shown, 4 increased endocannabinoid (EC) plasma levels of anandamide (AEA) and 2-arachidonoylglycerol (2-AG), which are predominantly produced and released from the adipose tissue in obese individuals, are associated with coronary circulatory dysfunction. This observation may suggest increases in EC plasma levels as a novel endogenous cardiovascular risk factor in obesity. Interestingly, in morbid obesity, potential adverse effects of ECs and insulin-resistant syndrome on coronary circulatory function appear to be balanced, at least in part, by a seven-fold increase in leptin plasma levels. 5 Yet, the role of leptin to alter coronary circulatory function still remains a matter of ongoing debate. 3 Also, adiponectin as another adipocytokine has been widely realized to exert beneficial effects on the function of the coronary circulation. 6 Weight loss by lifestyle interventions combined with anti-obesity medications or gastric bypass, however, has been demonstrated to improve endothelial function of the peripheral circulation in obese or morbidly obese (MOB) individuals. 7, 8 The effect of gastric bypass-induced weight loss on ECs, adipocytokines, and coronary circulatory dysfunction in MOB individuals, however, still remains to be characterized.
With this in mind, we investigated whether surgical bypassinduced weight loss in MOB individuals (BMI ≥ 40 kg/m 2 ) improves coronary circulatory dysfunction after a follow-up (FU) period of at least 12 months and how this beneficial effect on the coronary circulation is related to changes in body weight, EC, adiponectin, and leptin plasma levels.
Methods

Study population and design
In a prospective, baseline, and longitudinal FU study, coronary circulatory function was assessed with 13 N-ammonia and PET/CT (64-slice Biograph HiRez TruePoint PET-CT scanner, Siemens, Erlangen, Germany) by measuring myocardial blood flow (MBF) at rest and its response to vasomotor stress in 18 MOB individuals (BMI ≥ 40 kg/ m 2 ) without arterial hypertension, hypercholesterolaemia, smoking, and diabetes mellitus before and after a FU of at least 12 months of gastric bypass (bariatric) surgery as a weight reduction treatment. 9 The standard operation involved Roux-en-Y gastric bypass surgery with an isolated gastric pouch ,2 ounces and a 100 cm distal bowel limb. In addition, MBF values were compared with those in 18 healthy, normal weight, age-and gender-matched controls (CON; BMI , 25 kg/m 2 ), who served as reference to define the normal range of coronary circulatory function. Among the initial 25 MOB individuals who underwent PET baseline examination, 5 18 repeated the PET examination after an FU of at least 12 months (median FU: 22 months and inter-quartile range, IQR: 14 -28 months), while 7 MOB individuals did not repeat study examinations simply for convenience and lack of interest. Study applicants were recruited only for study purpose in the absence of any cardiac or vasoactive medication such as angiotensin-converting enzyme inhibitors, angiotensin II receptor blockers, calcium channel blockers, statins, or b-blockers, a history of variant angina, a family history of premature CAD, current or previous smoking, or clinically manifested cardiovascular or any other systemic disease. In addition, throughout the study period, no cardiac or vasoactive medication was initiated in any study participants. Following, the applicants underwent an initial screening visit including a physical examination, electrocardiogram, blood pressure measurements, and routine blood chemistry in a fasting state entailing lipid profile and plasma levels of triglycerides, insulin, glucose, high-sensitive C-reactive protein (CRP), and haemoglobin Alc. Physical examination and electrocardiogram were normal in all study applicants. In addition, study applicants with evidence of left ventricular hypertrophy on echocardiography were not recruited for current study. Subsequently, each study participant underwent dual X-ray absorptiometry (Hologic QDR4500A, Hologic, Bedford, MA, USA) to measure body composition, total fat burden, and fat distribution. 5 This was followed by 13 N-ammonia PET/CT assessment of myocardial perfusion and MBF.
A prerequisite for the study inclusion was a normal stress-rest perfusion imaging on 13 N-ammonia PET/CT, which widely excluded the presence of flow-limiting CAD lesions. Controls and all MOB individuals were part of previous baseline investigations determining the effect of altered EC, adiponectin, and leptin plasma levels in obesity and morbid obesity on coronary circulatory function. 4, 5 Routine blood chemistry, EC such as AEA and 2-AG, adiponectin, and leptin plasma levels were assessed as previously described. 4 The study was approved by the University Hospitals of Geneva Institutional Review Board (No. 07-183), and each participant signed the approved informed consent form.
PET/CT assessment of myocardial perfusion and flow
Myocardial perfusion and MBF, measured in mL/min/g, were determined with 13 N-ammonia PET/CT, serial PET image acquisition, and a two-compartment tracer kinetic model as described previously. 4 The gated PET emission data were used for the analysis of the relative 13 N-ammonia uptake of the left ventricle, and thus, myocardial perfusion was evaluated visually on reoriented short-and long-axis myocardial slices and semi-quantitatively on the corresponding polar map from the last static 18 min transaxial PET image. For the semiquantitative analysis of the PET perfusion images, a 17-segment model and a 5-point grading system by two expert observers were used. 4 Myocardial blood flow was measured at rest, during sympathetic stimulation with cold pressor testing (CPT), reflecting predominantly endothelium-dependent circulatory function, and during dipyridamolestimulated hyperaemic flow increases (140 mg/kg/min dipyridamole), reflecting predominantly flow increases due to vascular smooth muscle relaxation of coronary arteriolar vessel. 3 The increase in MBF from rest to CPT was defined as endothelium-related DMBF (mL/min/g). The myocardial flow reserve (MFR) was calculated as the ratio of adenosine MBF over rest MBF. Heart rate, blood pressure, and a 12-lead electrocardiogram were recorded continuously during each MBF measurement. The rate-pressure product (RPP), which is a product of the mean heart rate and systolic blood pressure (SBP) during the first 2 min of image acquisition, served as an index of cardiac work. Further, to account for possible interindividual variations in coronary driving pressure, an index of global coronary vascular resistance (CVR) was determined as the ratio of mean arterial blood pressure (mmHg) to MBF (mL/g/min). In addition, MBF was normalized to the RPP, and thus myocardial work (averaged during the first 2 min of image acquisition; NMBF ¼ MBF divided by RPP multiplied by 10 000). Clinical characteristics, haemodynamics, and myocardial blood flow measurements at baseline
The clinical characteristics, anthropometrical measurements, and dual X-ray absorptiometry-determined total fat burden and fat distribution of the study groups can be appreciated in Table 1 . There were no significant differences in clinical characteristics, haemodynamics, and MBFs in MOB groups with and without FU at baseline ( Tables 1  and 2 ). Thus, there are no baseline characteristics that could be identified (with the given power/sample size) to have influenced lack of FU. Resting heart rate was higher in MOB individuals than in CON, while SBP did not differ significantly ( Table 2 ). Due to the higher heart rate at rest in MOB individuals, the resting RPP was significantly higher in MOB individuals than in CON. The higher RPP at rest in MOB individuals was associated with a significantly higher resting MBF than in CON ( Table 2) . When adjusted for the RPP, the normalized MBF (NMBF) at rest, however, was comparable among groups. CPT-induced sympathetic stimulation did lead to a significant increase in the heart rate and SBP in each group, so that the RPP was significantly higher during CPT than at baseline ( Table 2) . CPT-related increase in SBP, however, was higher in MOB individuals than in CON, while it was comparable for the heart rates. Although the RPP during CPT was also higher in MOB individuals than in CON, MBFs during CPT tended to be lower in MOB than in CON individuals. When adjusted for RPP, the NMBF during CPT was significantly lower in MOB individuals than in CON. Further, when looking at the CPT-related increase in RPP from rest (DRPP), it was comparable between CON and MOB individuals, whereas the corresponding change in MBF from rest to CPT (DMBF) was significantly less in MOB individuals than in CON (Table 2, Figure 1A ). Thus, despite comparable increases in cardiac work with CPT, the endothelium-related change in MBF was significantly impaired in MOB individuals. These observations are further substantiated by evaluating changes in CVR to CPT. As can be seen further in Table 2 , changes of CVR mirrored those of MBF for each study group. The observed differences in haemodynamic responses therefore did not account for altered MBF responses to CPT. With regard to dipyridamole-stimulated hyperaemic MBFs and MFR, they were significantly lower in MOB individuals than in CON (Table 2, Figure 1B ). Further, we related hyperaemic MBFs to the mean arterial blood pressure in order to account for potential interindividual variations in coronary driving pressure. The resulting CVR during dipyridamole stimulation was abnormally increased when compared with CON.
Follow-up studies after gastric bypass-induced weight loss in morbidly obese individuals As expected, gastric bypass surgery produced a median decrease of 31.8% (28.3, 36.5) in BMI and 50.5% (41.7, 61.8) in fat mass, respectively ( Table 1) . While nine of the initial MOB individuals had achieved BMI , 30 kg/m 2 , nine remained between 30 and 35 kg/m 2 . After FU, plasma total cholesterol, LDL cholesterol, triglyceride, glucose, insulin, HOMA, and CRP had significantly declined from baseline in MOB individuals, whereas HDL cholesterol had increased ( Table 1) . The gastric bypass-induced weight loss was paralleled by a significant decrease in AEA, 2-AG, and leptin plasma levels. Contrary to this, weight loss resulted in a significant increase in adiponectin plasma at the FU. In addition, AEA and 2-AG plasma levels after the FU were lower (P ¼ 0.792 and P ¼ 0.012), while leptin and adiponectin plasma levels were higher when compared with CON (P ¼ 0.550 and P ¼ 0.035).
Haemodynamics and myocardial blood flow measurements at follow-up
Also at the FU, 13 N-ammonia PET rest -stress perfusion examination was normal in all MOB individuals. Resting heart rate, SBPs, and RPPs were lower at the FU than at baseline in MOB individuals ( Table 2) . As a consequence, resting MBF on repeat assessment tended to be lower. When adjusted for the RPP, however, the NMBF at rest was similar between baseline and FU examination ( Table 2) . During sympathetic stimulation with CPT, heart rate, SBPs, and RPPs were also significantly lower at the FU than at baseline. Conversely, MBFs during CPT were significantly higher at the FU than at baseline. This improvement in CPT-related MBFs during the FU was also confirmed when MBFs were adjusted for RPP. Also here, the NMBF during CPT was significantly higher at the FU than at baseline. Further, the CPT-related increase in RPP from rest (DRPP) between baseline and FU examination did not differ significantly, while the DMBF to CPT was significantly higher at the FU when compared with baseline (Table 2, Figure 1A ). This improvement in endotheliumrelated DMBF was comparable with those of CON ( Figure 1A ). As regards dipyridamole-stimulated hyperaemic MBFs at the FU, they were also observed to be significantly higher than at baseline and comparable with those of CON ( Table 2 , Figure 1B ). The improvement in hyperaemic MBFs after the FU was also paralleled by a significant decrease in CVR at the FU when compared with baseline in MOB individuals.
Comparison of myocardial blood flow responses, changes in body fat, adipocytokines, and endocannabinoid concentrations
Alterations in routine blood chemistry, EC such as AEA and 2-AG, adiponectin, and leptin plasma levels from baseline to the FU were expressed as the difference in concentrations at baseline and the FU. Changes in BMI, fat mass, and laboratory parameters in MOB individuals were compared with those of improvement in the flow response to CPT and dipyridamole stimulation, respectively. These changes were defined as the difference in DMBF to CPT and hyperaemic MBF between the FU and baseline (e.g. difference in DMBF to 
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Coronary circulatory function after weight loss CPT ¼ DMBF to CPT FU 2 DMBF to CPT baseline). As can be appreciated in Table 3 , although the decrease in BMI and fat mass after the FU was paralleled by a normalization of coronary circulatory function, no association was observed with the improvement in endotheliumrelated MBF responses to CPT. Similarly, the gastric bypass-induced alterations in 2-AG, adiponectin, leptin, CRP, lipid profile, triglycerides, glucose, and HOMA did not correlate with the difference in DMBF to CPT, while there was a significant association between the decrease in AEA plasma levels and the improvement in endothelium-related MBF responses to CPT (Figure 2A) . In order to account for haemodynamic differences between baseline and FU studies, we also related alterations of DCVR to CPT to gastric bypass-induced weight loss and metabolic parameters (Table 3) . Indeed, the observed correlation was also maintained when alterations in DCVR were related to the decrease in AEA plasma levels. In addition, there was also a trend of association between alterations in DCVR and the decrease in total fat amount but it did not reach statistical significance (P ¼ 0.088). As regards the increase in hyperaemic MBFs between baseline and the FU, it was only significantly associated with the increase in adiponectin plasma levels ( Figure 2B ), and inversely with the decrease in glucose plasma levels ( Table 3) . When evaluating the corresponding change in CVR during dipyridamole stimulation, it correlated only with the increase in adiponectin plasma levels. In order to evaluate whether an improvement in endothelium-related MBF response to CPT also contributed to the observed increase in hyperaemic MBFs after the FU, we evaluated a possible association between the difference in DMBF to CPT and difference in hyperaemic MBF. Indeed, the difference in DMBF to CPT significantly correlated with the difference in hyperaemic MBF (r ¼ 0.50, P , 0.0001) (Figure 3 ).
Discussion
The results of the current investigation provide several unique observations. At first, gastric bypass-induced weight loss in MOB individuals widely normalized coronary circulatory dysfunction. In addition, the decrease in ECs plasma levels of AEA, associated with the weight loss, was closely associated with the normalization of coronary endothelial function. This close association between the decrease in EC plasma levels and improvement in endotheliumrelated MBF response to CPT provides further evidence of adverse effect of elevated EC plasma levels on obesity-related coronary vasculopathy. 4, 5 Secondly, gastric bypass-induced weight loss in MOB individuals was paralleled by a marked increase in adiponectin plasma levels, which was significantly associated with the improvement in hyperaemic flow increases. Weight loss-induced increases in adiponectin plasma levels, therefore, were associated with relatively higher increases in hyperaemic flows, which could possibly reflect a beneficial effect of adiponectin in concert with the weight loss, and/or adiponectin-related but still undetermined factors on total integrated coronary vasodilator capacity. Thirdly, the decrease in leptin plasma levels with decreasing body weight was not observed to be related to the improvement in coronary circulatory function at the FU. This observation may emphasize that beneficial effect of leptin plasma levels on endothelium-related coronary function may operate predominantly in MOB individuals with a seven-fold increase of its concentration to counterbalance the adverse effects of obesity on coronary circulatory dysfunction as described previously. response to CPT and hyperaemic MBFs, the increase in hyperaemic MBFs after gastric bypass-induced weight loss appears to be related by 24% to the concurrent improvement in flowmediated and, thus, endothelium-dependent coronary vasomotor function. This consideration also accords with previous investigations, 12 which have demonstrated that shear-sensitive components of the coronary endothelium contribute through a flow-mediated vasodilation by 20 -25% to hyperaemic flow increases. Taken together, the weight loss-induced decrease in ECs and the increase in adiponectin plasma levels in initial MOB individuals contribute, at least in part, to the normalization of coronary circulatory function, demonstrating that the (dys)balance between ECs, adiponectin, and leptin is an important determinant of coronary circulatory function in obesity. Morbidly obese individuals but without traditional cardiovascular risk factors such as smoking, hypercholesterolaemia, or arterial hypertension were investigated aiming to exclude possibly confounding effects of these cardiovascular risk factors on coronary circulatory function. The dramatic weight loss after a median FU period of 22 months following gastric bypass surgery normalized coronary circulatory function in these individuals when compared with an age-and gender-matched CON population. Yet, nine individuals were still overweight with BMI , 30 kg/m 2 and nine individuals were still in the lower range of obesity with a BMI between 30 and 35 kg/m 2 after the FU. Thus, although this range of body weight is commonly associated with an abnormal function of the coronary circulation, 3, 4 in these initial MOB individuals, coronary circulation was normalized after a median BMI decrease from 45 to 30 kg/m 2 . These observations may suggest some kind of positive 'rebound' phenomenon on coronary circulatory function after a striking weight loss, whose exact underlying mechanisms remain to be clarified. Of particular interest, ECs were lower, while leptin and adiponectin plasma levels were higher after the FU when compared with CON. This also did hold true for ECs and adiponectin plasma levels when compared with findings in overweight and obesity, respectively, 5 while leptin plasma levels were lower. Thus, the gastric bypass-related weight loss manifested in a relative rebound phenomenon of ECs and adipocytokines, which may explain, at least in part, the normalization of coronary circulatory function despite the fact that initial MOB individuals remained overweight or relatively obese. In addition, it is conceivable that the gastric bypass-induced weight loss, associated with an improvement in lipid profile, insulin resistance syndrome, and reductions in arterial pressure, did lead to a marked reduction in the formation of oxidative stress burden via NADPH oxidase, abnormalities in LDL subfractions and LDL oxidation, while at the same time beneficial effects of increases in HDL cholesterol and unopposed NOS activity may have prevailed. This, in fact, may have led to a positive dysbalance in favour of endothelium-derived nitric oxide formation and other yet-unknown mechanisms associated with a normalization of coronary circulatory function. 12 The marked reduction in body weight, therefore, may have conferred an enhanced beneficial effect on the production and endothelial release of atheroprotective nitric oxide within the arterial wall, similar to the one that has been described for statin withdrawal but in the other direction. 13 Conceptually, the observations of a normalization of coronary circulatory function after a marked weight loss as compared with healthy CON could also reflect, at least in part, an issue of statistical power. The sample size of 18 MOB individuals undergoing gastric bypass to reduce body weight burden vs. 18 CON may simply not have been large enough to identify these relatively small differences in MBF responses to vasomotor stress given the relative weight differences when compared with baseline values. On the other hand, a positive rebound phenomenon on coronary circulatory function after gastric bypass-induced weight loss appears to be consistent with a recent one in MOB individuals with various traditional cardiovascular risk factors and assessment of brachial artery function. 7 A mean decrease in BMI of 25% was accompanied by an improvement in flow-mediated brachial artery dilation in the mean to 10%, which is substantially higher when compared with a flow-mediated brachial artery dilation in the mean of 4.8% in a healthy study population of 4739 adults. 14 Yet, it remains to be answered whether the observed improvement in, or normalization of, coronary circulatory function after a marked weight loss is sustained in the longterm in these initial MOB individuals, who are otherwise still considered overweight or mildly obese. Most likely, behavioural interventions related to weight, diet, and physical activity may be needed to stabilize the achieved normalization in coronary circulatory function. 7, 8 Notably, the aforementioned investigation in the assessment of brachial artery function 7 demonstrated a marked improvement in endothelial function with a weight loss intervention after gastric bypass in MOB individuals but with other, in part, medically treated traditional cardiovascular risk factors, while the nonendothelium vascular smooth muscle cell function was not affected. Therefore, it is equally possible that the improvement in brachial artery function was related not only to surgical weight loss but also to an improved and medically treated cardiovascular risk profile of diabetes mellitus, arterial hypertension, and hypercholesterolaemia. 7 In this scenario, the current study demonstrates the first proof that gastric bypass-induced weight loss in MOB individuals, paralleled by alterations in lipid profile, a decrease in plasma markers of the insulin resistance syndrome, and chronic inflammation, widely normalized not only endothelium-related MBF responses to CPT but also hyperaemic flow reserve. In current and previous investigation of brachial artery function in MOB individuals, 7 the extent in the improvement in coronary circulatory dysfunction did not correlate with the degree in weight loss or decrease in total fat amount after gastric bypass. The observation of an absence of any correlation between the weight loss or decrease in total fat amount and the normalization in coronary circulatory function, respectively, most likely is also related to the striking and non-linear decrease in body weight overriding the observed improvement in coronary circulatory function. Of further interest, improved hyperaemic MBFs with weight loss correlated mildly with the decrease in plasma glucose levels. This may put forth that also a mild increase in plasma glucose levels even when within the normal range of plasma glucose levels may contribute to impairment in hyperaemic MBFs in obesity. Altered glycaemic status associated with weight loss, therefore, may reflect an important determinant of coronary vascular homeostasis in non-diabetic obese individuals, which merits further investigations. As regards alterations in EC plasma levels, decreases in AEA plasma levels owing to the gastric bypass-induced weight loss Coronary circulatory function after weight loss were closely associated with the normalization in endotheliumrelated MBF responses to CPT. As abnormal coronary circulatory function has been recognized as a functional precursor of the CAD process and future cardiovascular events, 12 the observed association between decreases in AEA plasma levels and the normalization of coronary endothelial function after gastric-bypass-induced weight loss provides further in vivo evidence that increases in AEA plasma levels may reflect indeed a potential novel risk factor for cardiovascular risk in obesity. 4, 5 Regarding the weight loss-induced decrease in 2-AG plasma levels, however, we did not observe an association neither with the normalization of endothelium-related MBF responses nor with hyperaemic MBF increases. Thus, it is possible that decreases in 2-AG plasma levels contribute to the observed normalization of coronary circulatory function after weight loss only in concert with increases in HDL and decreases in insulin resistance and inflammation. In this regard, at least in viscerally obese men, lifestyle-induced reduction of BMI and waist circumference has been demonstrated to cause reductions in 2-AG levels that are directly correlated with increases in HDL and decreases in insulin resistance. 15 Independent of the exact molecular mechanisms of ECs altering the function of the arterial wall, current and recent investigations 4,5 put forth that increases in EC plasma levels in obesity confer adverse effects on coronary circulatory function.
In the current study in MOB individuals, we did not find a significant or close association between alterations in lipid profile, insulin resistance, triglycerides, and CRP plasma levels, and the normalization of coronary circulatory function after gastric bypass-induced weight loss as someone might have expected. The reason for this astounding observation remains unclear but is likely to be related to the relatively small sample size of MOB individuals studied. Furthermore, in view of the striking decrease in gastric bypass-induced total fat, which did lead to a normalization of coronary circulatory function after a median FU of 22 months, it is also possible that coronary circulatory function normalized before the total decrease in fat amount was achieved. This, in fact, might also have added to the observed dissociation between non-linear decrease in body weight and normalization in coronary circulatory function after the FU, as also observed for flow-mediated brachial artery function. 7 
Limitations
There are some limitations worthy of consideration. The current investigation did not establish a causal relationship between plasma levels of EC, adipocytokines, and obesity-related coronary vasculopathy. Thus, further experimental investigations are certainly needed to unmask the exact mechanisms of ECs and adipocytokines in altering coronary circulatory function in obesity. In addition, although no study participants had echocardiographic evidence of left ventricular hypertrophy at baseline examination, there is still a likely possibility that the observed improvement in coronary circulatory function after weight loss may also be secondary to changes in cardiac remodelling, 16 as opposed to a solely primary effect on the function of the coronary circulation. Finally, a multitude of comparisons are presented but in view of the relatively low numbers of MOB individuals without adjustment for multiplicity.
Conclusions
In this study, we have demonstrated a normalization of coronary circulatory function related to a gastric bypass-induced weight loss in MOB individuals. The associated decreases in AEA and increases in adiponectin plasma levels were associated with the normalization of coronary circulatory function after weight loss, signifying that the (dys)balance between ECs and adipocytokines may be seen as an important determinant of coronary circulatory function in obesity. As an impairment of coronary circulatory function is commonly seen as a functional precursor of the CAD process, its normalization after weight loss may reduce the association between obesity and cardiovascular risk, which, however, remains to be clinically tested.
